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=/Vjfc*:7.f/):/n/-S>\ WiL^/VTSy, fc£tf7ktf>#£T, -^k^^iSfS^ 
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(m3Xg) 

K&m (1-5) zn2xnKmKx-M{kfcmmAfcfcfcttvxik&vi> a-e) 

(MAIM) 

^70 < C-80 < C-Cfc6o 
(fg5X@) 

c ft*3^» (1-7) SrT^ki-5ri t iO^^ (1-9) S^5Ci«>^t5„ 

-fyy?vK aih^F-i/aif-^, y^yPf-ahnfyK ^SWfr—fr^f- )\s ^ MJ^nnai 
fvK t-y^vv&<>?) , ^^^3-8<DT/^-/V(yn-<=/v, ry/K xfyy^/v 

y^/w-^^/v, ^y^/v<^/w, y-^v-^vVK 

l/S^, ^hn-^^/K T^^VvvK S?:7aL=/vyfvK 7i-^xf/V, M)^/V 

y— /V(7ai=i/K M~f/K -y^yynfc7K7;n=/K MJynn:73i:=./K ^ 

y^nn7i=;K ^vy^/v^if), ^^l-12<DT5ya(T-feh>-^f-yA, T 

8Mk&mkxfi~» wf->\>*9->\>tiZ) t£a&m*£trf>o 

<tv\ S&fcfc£l£K:»LTWtBS(0i:T^\ fcKn*i^ iSfiqi-fS* 
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[0012] *«Wfl2^<fttt, m.tft^A^*©EafeLT#JB-?^ *£9Jfr£ft 

HIV-l, HIV-2, HTLV-l, SIV, FIVH) fc$Hr&JlSr?y— VM^itLX 

££>fc, _hgE©ttffiiLTtt, &HIVffl£&liLT©*&e>-f , #*7vH£8r^©J:5 
#£\ *«^1!5(ilt©li, 09*.tf , lift, mfflK #:Ate/HW*<o 
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^mm^^ommmm^mtir^m^^ti^bm^^^xti 
mfcrpKAtibhZo mm^^mbLxm<m. &mmfobLxm<®&, ^ 

®]&mm*. m> mm\. mmm. mmm. mmmrn, 

^mzttWPcb\.xV&^iX\ttft&±.<Dmnxhz> 0 mn&5-<Dtc$><D 

h!J>> ir^^X "t??*^ b7##yb=t^ ^;v±;vn-^ -tb^^J^^-i/ 
^/vt;vu—^ t&M&Vv?*, ==*T/<?—XhZ>o 
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iZkoXhgcteZAK Mlft, B P J$Al 0 htdomo. 05mg-3000mg 

, frtL<\X $0. lmg-1000mg£, mirtl\fftWiLX®.5-~$-ft\f£.\ \ # 
gPfi^i^, J&Al BfefcMlJO. Olmg-lOOOmg, #£L<fcJ\ if$0. 05mg 
-500mg$r^-t-S„ 

[0013] mw> 

Me = ; Bn = s^yi/jV ; Bz = 'O'jAfrt/ ; Boc = tert-^ h^S^/V/tfrvl' ; Cbz = 

HJS^JA-I 
Wk7] 




DAiUChem. Commun., 1984, 1287)E^O^fe{CipCr, i-7/V*u3— K-O 
^(50 g, 225 mmol) /V(23 ml, 337 mmoD&g^/^^A^T 
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, HeckKJ&KttU (94-96'C, 7mmHg) KXoXZ-{A-y ^^7x^)7* 

n^~J--/V2(27.5 g) ^rltZ^80%T?#feo 

NMR(CDC1 ) 6 : 2.73-2.79(2H, m), 2.93(2H, t, J=7.4Hz), 6.94-7.00(2H, m), 

3 

7.12-7.17(2H, m), 9.81(1H, t, J=1.2Hz). 

2) ±Mfc-&*fa2 (53 g, 348 mmol)$r37%*/WU^(31.2 ml)£, i^^AT^WSt 
*(38.3 g) 110*0 lPfrWAPflLfcflL ^—^VfcAl*., 3@**Lfc. 
?^'>!)AT?K)li> (101-103'C, 8mmHg) fcJ:oT, 2-(4-7/V*u^ 
y^y;v)-2-zfxi^<'j-—;VZ (45.3 g) £it2#579%-e#fc 0 

NMR(CDC1 ) 8 : 3.54(2H, s), 6.07(1H, d, J=0.6Hz), 6.11(1H, t, J=1.4Hz), 

3 

6.94-7.0K2H, m), 7.11-7.16(2H, m), 9.59(1H, s). 

3) ^it(#^Bg64-16764)|E«0^^?PC-C, ±|B{b£*3(253g, 1.54 mol)^ 
ifciHUChem. Pharm. Bull., 1989, 37, 3236.) K^D'fb^2-T5/7'^y^/V#^ 

i/3L?-;V3u?sr;V(UQ g, 1.28 mol) Sr^^-fr*:^ T^ffr?- Wi»(154g, 3.85 
mol) 7k^$ (600 ml)T?T/V^WP7K^LT, 2-(4-7/l^n^>^/V)fc°yv^-2,3- 
i/#/W?^4(150 g) £lfc^43%-?#fc„ 

NMR (DMSO-d ) 8 : 4.09(2H, s), 7.11-7.18(2H, m), 7.32-7.38(2H, m), 8.05(1H, d, 

6 

J=2.0Hz), 8.68(1H, d, J=2.0Hz), 13.50(2H, br s). 

4) ±Effc£4&4(120 g, 466 nunol) £&7Kg*gfc'P, 120X?V2tiffflin$m. 

*U #fefbfc»<fo*C*Sr5:ilftO. Med. Chem., 1989, 32, 827.) lE^O^ &{CJgC 

i^;v)-3-fcKn^^^/vfc p y^y-2-^;v*V^y7 0 QtVvjixr/V5 (32. l g) &JR 

^35%-e#fco 

NMR (CDC1 ) 5 : 1.45(6H, d, J=6.2Hz), 3.63(1H, br s), 4.01(2H, s), 4.76(2H, s), 
5.34(1H, sep, J=6.2Hz), 6.69-7.03(2H, m), 7.00-7.15(2H, m), 7.61(1H, d, J=2.1Hz), 
8.54(1H, d, J=2.1Hz). 

5) ±.m t&®5 (59. 0 g, 195 mmol)^i^(WO02/30930)|E*^)fe{c:JpCT > 
^£i*T, 3-(4-7^n^^/V)-8-tKD^ri/-l,6-^75 : -!;^y-7-^7/V^^f- 
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/Vrc^x/V6(50,3 g) $ritX^83%-C#fCo 

NMR(CDC1 ) 5 : 4.13(3H, s), 4.23(2H, s), 7.02-7.08(2H, m), 7.17-7.23(2H, m), 

3 

7.97(1H, m), 8.77(1H, s), 9.08(1H, d, J=2.1Hz), 11.77(1H, s). 

6) ±£{b^lb6(3. 56 g, 11.4 mmol) O^fvl^/VAT^K^K (200 ml)^ N-3— 
K**5'W$K(3.06 g, 13.6 mmoD&bO*., SiTC— l!fe»#Lfc. KfSift&SJffie 

U 3-(4r-7/U*n'<>^A')-8-t Kn* V-5-3— K[l ,6]^7^>J^-7-^/V/J?V^ 
f-ArXtfrM (4.97 g) $rJ|X^99%l?#fc <> 

NMR(CDC1 ) 5 : 4.10(3H, s), 4.27(2H, s), 7.03-7.09(2H, m), 7.18-7.23(2H, m), 

3 

8.10(1H, m), 8.99(1H, d, J=1.8Hz), U.76(1H, s). 

7) ±fefb£^7(8.76 g, 20 mmoD<Di?*3-/Vft/V&T^MMM80 ml) fC, DBU( 
4.48 ml, 30 mmol)i^ : 'fL^t ? /^(3.56 ml, 30 nunoO^P^.> £fi"C5l#|HHf#Lfc. 

-Cgfe#t-C, 8-^>^n^^-3-(4-7;^n^^v?/V)-5-3—K[l,6]^>'f 1 y^-7- 

#/v#y®L?<^yv;t*7VV8 (7.64 g) £iDl3&72%-e#fc 0 

NMR(CDC1 ) 5 : 3.94(3H, s), 4.26(2H, s), 5.54(2H, s), 7.03-7.09(2H, m), 

3 

7.19-7.26(2H, m), 7.32-7.41(3H, m), 7.55-7.57(2H, m), 8.13QH, m), 8.97(1H, d, 
J=2.1Hz). 

8) ±fEfc^8(20.0g, 37.86mmol)[Cxh7tKn77>'(100ml)S XS>*9J*~ Ml 00ml) 

&&n*.!K»U &M8tWT, 2N*BMfc^y£A*SB«24.6nil, 49.2mmol)^P^A 

ftflfc#£*fcttfc. 4#^m> 2N&$K24.6ml, 49.2mmol)&bP;iAftfc3L 
JE^ffiL^na^/VA(150ml)t7K(150ml)^Dx.^i:5^Li&?0^^7K^hy!>A 

"?}5fc#gL fiS^^hy^A-C^j^U^CT^Lfc. ^jg(20.8g)^^y7°ntV^- 
X/H80ml)^n^^^>(80ml)^P^7KI&±-C*PmLifeH B H^^^^L^yynt o 
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3— K[l,6]^-7f L Uv ? y-7-^7/V*V^9(19.41g, 99.7%)<£>I|X^-C#fc, 
H£ : i32-134*C 

NMR(CDC1 )5 : 4.28(2H, s), 5.69(2H, s), 7.05-7.11(2H, m), 7.20-7.26(2H, m), 

3 

7.31-7.39(3H, m), 7.59-7.62(2H, m), 8.13-8.14(1H, m), 9.03(1H, d, J=2.1Hz), 
10.80(1H, brs). 

9) ±fefc-n-$>9(7.0g, 13.6mmol), l-tKn^^^/hl/T;/— M208mg, 1.36mmol) 

^(1.42ml, 16.3nunol)^PXi^V ^Xl-^/V-Z-iZ-i/^/VT^JZfri^^/V^ 
^hV^Ko^n^KO. 13g, 16.3mmol)^Px.VN^, 30#m i;:Mffi#£ff ofc 0 3 
NFP^m,S^^^©*Lag(12g)^^^f-Ml50ml)S.^7K(100ml)^PX. 
*§#PU 2Ni£®?7k^(5.7ml, nAmmo\)*lM^MkyAm\.XjmmWiZM\kr\- 

WJ±immx%tW&, a8^y?A^ig$U^ff@5feL7t 0 #bft£:M(7.97g) 

*P^^m*fcg^> it©L^>^nt°/^-^/v-Ci5fe^LlO(6.31g, 81.1%)£#fc 0 
X, ^^y^y/^9^n^h^97^-}c#LH(c8-^>'^n^v'-3-(4-7/v 

^G^^i^/V)-5-3— K[l,6]-7-^^y^^-7-^/V^^^(2-^hdr^^/V)T$K 
10(437mg, 5.6%)£#fco 

NMR(CDC1 ) 5 :3.38(3H, s), 3.56-3.59(2H, m), 3.64-3.70(2H, m), 4.25(2H, s), 

3 

5.52(2H, s), 7.03-7.10(2H, m), 7.19-7.24(2H, m), 7.31-7.39(3H, m), 7.64~7.66(2H, 
m), 7.98(1H, m), 8.09-8.10(1H, m), 8.97(1H, d, J=2.1Hz). 

lO^IEfc-S-^lOteOOmg, 0.7mmol)S.^^7v J ^ATirx— M8mg, 0.035mmol)&^ 
>^/^/VAT$K(llml)(C^L, /V(0.29ml, 7.16mmol)^V^TMJ^;VT 

5V(0.30ml, 2Abmxao\)^M^Xi^K^m^n^-mit^mXZmWL^UW^m^ 

^,K40mlX 7k(30mlX 10%^V^(4ml)^P^, ^5#?£L7k/f SrHt-gl^ 
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-5-#/^y®L^/l'^-r/W l(296mg, 84. 1 %)£#£» 

NMR(CDC1 ) 6 : 3.373H, s), 3.56-3.59(2H, m), 3.65-3.71(2H, m), 4.04(3H, s), 

3 

4.22(2H, s), 5.67(2H, s), 7.01-7. 07(2H, m), 7.19-7.24(2H > m), 7.30-7.39(3H, m), 
7.61-7.64(2H, m), 8.08(1H, m), 9.03(1H, d, J=2.1Hz), 9.10(1H, m). 
ll)±fB'fk^ll(293mg > 0.583mmol)}CM>7/^ng^^ (2.9ml) ^P^ft?L^i& 

Mm. (2ml) ZlNxMboX.vm.mbU '^Wd^m. (2.5ml) **PX.A 

ti. ig£?LpH5.36tL:9«UcfL TKgfeimm^^hy^A^^;^, 

L#?3*LfcM?rT-lrK^-^^/^-x/Vi5^Si^^L, A-l(174mg, 72.5%)£ 

. gbk:168-169t: 
tc^^:C H FN O £L"C 

21 20 3 5 

ff-^fft (%): C, 61.01; H, 4.88; F, 4.60; N, 10.16. 
##HilE (%): C, 61.15; H, 4.76; F, 4.44; N, 10.26. 

NMR(CDC1 ) 6 : 3.44(3H, s), 3.62-3.66(2H, m), 3.70-3.76(2H, m), 4.02(3H, s), 

3 

4.22(2H, s), 7.00-7.06(2H, m), 7.17-7.22(2H, m), 8.34(1H, m), 9.02(1H, d, 
J=2.1Hz), 9.11(1H, d, J=2.1Hz), 13.88(1H, brs). 

[0014] 

Mt8] 




A-2. 5-T±^/VTi/-3-(t-7/\'*v^i?M-8-t:\tv3cis[l JoYt?^) i?>-7-% 
1) 10 (571mg, lmmol) JkXtmW^Y (89mg, 1.5mmol) fCv^lJ-V (12ml) 
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MU ***** > ^UmWT \ RStti/ZMmmg, 1.5mmol), 4,5-fc?;*(i>:7x= 
/V^^7^y)-9,9-^^/>^^-fe> (88mg, 0. 152mmol) HKg^'^v^ ( 
24mg, 0.107mmol)^P^Atl, 70 < Ca^ c t J T?5NFP^*Pf^^#^fTofc„ 8fr£4fclC 

^^^n^^-3^4-7/V^n^>-^)[l > 6]^7^yv?^-7-^/W^>'^(2-^h^i/^ 

?VV)T$K 12(245mg, 80.9%)£*S&*g*-e#fc„ 

8^:147-149^ 

NMR(CDC1 )<5 : 2.31(3H, brs), 3.28(3H, s), 3.46(2H, t, J=5.1Hz), 3.58(2H, t, 

3 

J=5.1Hz), 4.21(2H, s), 5.53(2H, s), 7.00-7.06(2H, m), 7.19-7.23(2H, m), 
7.36-7.39(3H, m), 7.57-7.59(2H, m), 8.12(1H, brs), 8.20(1H, m), 8.46(1H, brs), 
9.00(1H, d, J=1.8Hz). 

2) MMfilA-KDlDOjjikKmZX, ±ffi'fb^l0(390nig, 0.776 mmol)*^A-2 

(27 lmg)£8 5% (D^VWZo 

gk£:216-217t: 

7C5^^ff :C H FN O tLX 

21 20 4 4 

.ff-JMI (%): C, 61.16; H, 5.13; F, 4.61; N, 13.59. 
##Hfi (%): C, 61.06; H, 5.17; F, 4.38; N, 13.43. 

NMR(CDC1 ) 8 : 2.30(3H, brs), 3.43(3H, s), 3.59-3.63(2H, m), 3.66-3.72(2H, m), 

3 

4.20(2H, s), 6.99-7.05(2H, m), 7.15-7.20(2H, m), 7.67(1H, brs), 7.97(1H, brs), 
8.06(1H, m), 9.00(1H, d, J=2.1Hz), 13.21(1H, brs). 

[0015] 

CflS9] 
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6 « 



COOH Fs_-w N^J^JL-^s^OM* 




OH O 



A-3 



A-3. N-[3-(4-7/V^n^>-^/V)-8-tKn^i/-7-(2-p<hdf-^f-/V^/V/^ ; E->f'/V 

1) ^^JA-l^lO)(D^jfe^3pCT±fE'fb^8(30g ) 56.8 mmol) j&afeS-'O' i?V 
/H3(21.1 g)^83%<DJR^-C#fc. 

NMR (CDC1 ) 5 : 3.96 (3H, s), 4.26 (2H, s), 5.77 (2H, s), 7.04 (2H, m), 7.23 (2H, 

3 

m), 7.33-7.42 (3H, m), 7.51-7.42 (2H, m), 9.07 (1H, d, J=2.1 Hz), 9.74 (1H, m), 
11.4 (1H, s). 

2) ±&ffr&4fel3(9.49 g, 21.3 mmol), &7xZfry^&rW (5.72 ml, 25.5 mmol) 
, h!J^/VT5^(4.14 ml, 29.7 mmol) » 2-(hV^M^V^)^y— /W4.26 ml, 
29.7 mmo\)<D'rYy\^nyyyi.^ ml)ig$£, M^^MT^f^a1^MW.htZo ^ 

3) ±^fc"&tol4©&£jfcfc(l4.3l g)Oxh9tKn79>(95 mim^lM^fcx 
h9^/^TV^^A-7 1 h9l:KD75^^(32 ml) i7yfk*y^(l.86 g)£;btJ 
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Xftfe&U 5-T$S-8-^yi?v3ci/-3-(4r7A'*U'<yi?;V)[l fijt yf-]) i?y-7- 
jJAtifcsWbfrfl'X&T'A' 15(7.48 g) &HZS£84%-?#7i 0 H^2#^i;tT 431 mg£ 

|»/&:159-16<flC 

NMR (CDC1 ) 8 :3.91 (3H, s), 4.19 (2H, s), 5.28 (2H, br. s), 5.35 (2H, s), 7.03 (2H, 

3 

t like, J=8.7Hz), 7.16-7.24 (2H, m), 7.30-7.40 (3H, m), 7.56-7.63 (2H, m), 7.86 
(1H, br.s), 9.01 (1H, d, J=2.1Hz). 

4) ±|Ef 1^^15(1.0 g, 2.40 mmol) irb*IJ^(0.49 ml, 6.00 mmoDOrh9tKn79 
X20 mD^^r-lO^CiC^L, ^-f])/^tiy^X0A2 ml, 4.80 mmol)^P^L20 

xw&'&, M*m£?y*is'?j*x*&)MiLtc. mmzmzT^u mmi/vx? 

^D^^-3-(4-7/v^n^v^)-5-(^^/VT^y^iFy;VT^y)[l,6]-^7^!;^^ 

-7-* >V$V%j.=? ;V 16(908 mg)£75%<Dli2^-C#fc. 

NMR (CDC1 ) 8 : 3.01(3H, d, J=5.4Hz), 3.94(3H, s), 4.20(2H, s), 5.54(2H, s), 

3 

7.00-7.06(2H, m), 7.16-7.22(2H, m), 7.30-7.45(3H, m), 7.56-7.61(2H, m), 
7.98(1H, s), 9.03(1H, d, J=2.1Hz), 9.81(1H, br s). 

5) ^^1:^16(388 mg, 0.772 mmol)£i^5VV*/l'.AT5K(5 mO(^^/5 s L5M7K 
mit-thV*>J±*f&Wi(0A6 ml, 2.30 mmoD^Px., mUX4&ffflm&l'1t. 
5M&^(0.46 ml, 2.30 mmoD^Px.'t'faU $^tC2M^(0.5 ml)X*$&&bL1t&lZ, 

7K^p^^nn^/vA-ctttiiL7£. mmm^mu M&mk^y^y't^x&mi, 

. S-^V^n^^-S^-^/^n^v^/Vj-s-C^^/UT^/^-^iflJ/VT^^Cl.ej-^^ 
<?})i?>-7-J]/l'tfym 17(271 mg)%72%<DWX*Wc. 

NMR(DMSO-d ) 8 : 2.78(3H, d, J=4.9Hz), 4.26(2H, s), 5.47(2H, s), 7.11-7.19(2H, 

6 
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m), 7.35-7.44(5H, m), 7.56-7.61(2H, m), 8.30(1H, s), 8.92(1H, d, J=4.9Hz), 
9.18(1H, d, J=2.1Hz), 11.18(1H, s), 13.44(1H, s). 

6) MM&\A-l<D9)<DjTl£iZl£ZX, J:|E{b^l7(183 mg, 0.375 mmoO*^N-[8- 
^y^n^i/-3-(4-7/V^n^y^/V)-7^2-^h^V^^/V^>'V/^^^)[l,6]-^-7 
^•]}"J>-5-y(M-fi'-^/V^-f/vr^ 18(107 mg)?r52%<DltZ^-C#7c:. 
NMR (CDC1) 5 : 3.02(3H, d, J=5.1 Hz), 3.34 (3H, s), 3.49-3.55(2H, m), 

3 

3.61-3.66(2H, m), 4.20(1H, s), 5.54(1H, s), 7.00-7.07(2H, m), 7.16-7.23(3H, m), 
7.43-7.48(lH, m), 7.61-7.66(2H, m), 8.06(1H, s), 8.10-8. 14(1H, m), 9.03(1H, d, 
J=2.1Hz). 

7) mMWA-l<Dll)<D]jmz.mtX. ±fE{fc'£i|&ll8(100mg, 0.183 mmol)^^A-3 
(64 mg)&77%OlDl4&"C#fc. 

NMR(DMSO-d ) 8 : 2.77(3H, d, J=4.8Hz), 3.28(3H, s), 3.52(4H, s), 4.25(2H, s), 

6 

7.10-7.18(2H, m), 7.32-7.39(2H, m), 8.23(1H, s), 8.84-8.95(2H, m), 9.09(1H, s). 
11.00(1H, s), 13.7K1H, s). 

[0016] 

Mtio] 




A-4. 3-(4-7/W^-n^<y^)-8-fcKodrMl,6]^f y&y-5J-#Art>Wt 5~[(3- 
fcKndrv'7 B nkVv)T^K]7-[(2-^h^r^3if 1 ;v)T$K] 

l)mMMA-l<DlO)(DjjmzmVX, ±1^-^10(3.00 g> 5.25 mmo\)^b8-^y 
^u^i/-3-(4-7/^a^^^;W)-7-(2-^h^^^^/V*/W^^^)[l,6]^7^yv J 
>-5-%/\'7$>m 19(1.56 g)£61%Oi|2^-e#fc. 
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NMR (CDC1 ) 8 : 3.29(3H t s),l 3.42-3.50(2H, m), 3.57-3.64(2H. m), 4.25(2H, s), 

3 

5.79(2H, s), 7.00-7.08(2H, m), 7.20-7.26(2H, m), 7.34-7.43(3H, m), 7.48-7.53(2H, 
m), 8.09-8.13(lH, m), 9.05(1H, d, J=2.1Hz), 9.74(1H, d, J=2.1Hz). 

2) MMMA-l<D9)(D^mzmZX, ±15^^19(200 mg, 0.409 mmol)d^8-^<y 
^D^V-3^4-7/^nX>-^)-7-(2-^h^V^^V*/W^^/U)[l,6]^7^y^ 
>--5-^^^^3-tKo=¥Vyat°/l'^x^ 20(176 mg)?r77%OJ|K^-C#7C. 
NMR (CDC1 ) 8 :1.87-1.95(2H, m), 3.40(3H, s), 3.57-3.6K2H, m), 3.64-3.73(4H, 

3 

m), 3.94(2H, t, J=5.3Hz), 4.21(2H, s), 5.63(2H, s), 6.97-7.06(2H, m), 
7.15-7.26(2H, m), 7.27-7.39(3H. m), 7.61-7.66(2H, m), 8.33(1H, t, J=5.4Hz), 
9.02(1H, d, J=2.2Hz), 9.36-9.40(lH, m), 9.94(1H, s). 

3) M1&W&-l<Dll)(Djjmzm£X. ±fSte-g*20(170 mg, 0.311 mmol)^ 
A-4(82 mg)^r58%OJ|X^-e#fc. 

NMR (CDC1 ) 8 : 1.89-1.98(2H, m), 3.49(3H, s), 3.62-3.71(4H, m), 3.72-3.79(2H, 

3 

m), 4.05(2H, t, J=5.0Hz), 4.20(2H, s), 6.95-7.04(2H, m), 7.15-7.23(2H, m), 
8.48-8.54(lH, m), 8.99(1H, d, J=2.2Hz), 9.50(1H, br s), 9.90(1H, d, J=2.2Hz), 
13.40(1H, s). 
[0017] HJfe0ljA-5— A-8 

mmmA-iojjmzmzx, 4b-a^A-5-A-8&^L7-c. 

Wfcil] 



OH O 




A-6: R a --CH il CH i ,OMe. R ■ -CHjCHjOMe 

A-6: R 3 «■ -CH-CHjOMe, n ~-\~J*~{ 

A.-7: R 3 -'-NMe 2 . R - -Me 

A-6: R^-NMe* R - -CH^HjOMe 



'MM A-5. 3-(4-7/^n^^^)-8-tKDdre/-7-(2-^h^v/^^*/V/^^ 

139-14 l^C 
%Mft%X:C H FN O £L"C 

23 24 3 6 

ff-^fit (%): C, 60.39; H, 5.29; F, 4.15; N, 9.19. 
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##fffi (%): C. 60.20; H, 5.21; F, 4.06; N, 9.29. 

NMR(CDC1 ) 6 : 3.44(3H, s), 3.46(3H, s), 3.61-3.65(2H, ra), 3.70-3.75(2H, m), 

3 

3.78-3.8K2H, m), 4.21(2H, s), 4.57-4.60(2H, m). 6.70-7.06(2H, m), 7.17-7.22(2H, 
m), 8.36-8.40(lH, m), 9.02(1H, d, J=2.4Hz), 9.08(1H, d, J=2.4Hz), 13.88(1H, brs). 
MM&l A-6. 3-(4-7/^D^y^P)-8-tKndri/-7-(2-^h^^3if-/V^;W^^-^ 

BM : 92-94"C 

5c^##f :C H FN O 0.7H OkLX 

27 29 4 6. 2 

ff-iMI (%): C, 60.39; H, 5.29; F, 4.15; N, 9.19. 
##f{it (%): C, 60.20; H, 5.21; F, 4.06; N, 9.29. 

NMR(CDC1 ) 8 : 1.80-1.95(2H, m), 1.95-2.10(2H, m), 2.15(3H, s), 3.41(3H, s), 

3 

3.47-3.54(lH, m), 3.63-3.75(6H, m), 3.85-3.91(lH, m), 4.23(2H, s), 5.32-5.39(lH, 
m), 7.01-7.07(2H, m), 7.18-7.23(2H, m), 8.34-8.38(lH, m), 9.04(1H, d, J=2.1Hz), 
9.07(1H, d, J=2.1Hz), 13.84(1H, brs). 

A-7. 7-(N\N'-^^/VfcK9^/^/v^=;v)-3-(4-7;^n-^^/v)-8-b 

Kndrv-tl ,6]1-7?-V i?ls-5-% /V$>8t tflV^Tcrfr 

66^:169-170^ 

7C^*f:C H FNO^LT 

20 19 4 4 

fr^fit (%): C, 60.39; H, 5.29; F, 4.15; N, 9.19. 
^fiS (%): C, 60.20; H, 5.21; F, 4.06; N, 9.29. 

NMR(CDC1 ) 8 : 2.82(6H, s), 4.03(3H, s), 4.22(2H, s), 7.00-7.06(2H, m), 

3 

7.17-7.22(2H, m), 8.77(1H, brs), 9.03(1H, d, J=2.1Hz), 9.07(1H, d, J=2.1Hz), 
13.60(1H, brs). 

A-8. 7-(N\N , -^^/l'fcK7^y*/l'*'->'V)-3-(4-7/V^-n-^y^/V)-8-fc 

Bfe^rlSSCwetHlOt 
7C3H##f:C H FNO^LT 

22 23 4 5 

fUlCflft (%): C, 60.39; H, 5.29; F, 4.15; N, 9.19. 
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##HI (%): C. 60.20; H, 5.21; F, 4.06; N, 9.29. 

NMR(CDC1 ) 8 : 2.79(6H, s), 3.47(3H, s), 3.78-3.8K2H, m), 4.21(2H, s), 

3 

4.58-4.6K2H, m), 7.00-7.06(2H, m), 7.17-7.22(2H. m), 8.76(1H, brs), 9.02(1H, d, 
J=2.1Hz), 9.05(1H, m), 13.68(1H, brs). 
[0018] H^^jA-9— A-10 

Mb 12] 



1 1 dJ A- * R s - -CHjCHaOMe, R-OMe. R'--H 

^ if Yl N A " 10: R3 *- NMe * R=-OMe, R" = -H 

jK^K^KfH Q " A-11: R^-NMe* R--Me, R'--H 

HN^A R A " 12: R 3 " -NMej, R » -NMej, R'-'H 

"T V t A-13: R 3 - -CHjCHjOMe, R r -CH^HjOMe, R'--H 

0 R ' A-14: R 3 - -CHjCHjOMe, R - -NMe 2 , R"--H 

A-15: R 3 - -CHjCHgOMe, R ■ -Me, R'--Me 



A-9. N-[3-(4-7/V^-n-<y^)-8-tKn^r^-7- (fr-p*Mrt/3^^frA'/<*-f/l' 

)[l,6]^-7f : -y-v ? ^-5-^]-N , -y^V^if/VT5K 

NMR(DMSO-d ) 5 : 3.28(3H, s), 3.52(4H, s), 3.71(3H. s), 4.26(2H, s), 

6 

7.10-7.18(2H, m), 7.33-7.38(2H, m), 8.26(1H, s), 8.86(1H, br s), 9.10(1H, d, 
J=1.8Hz), 11.1K1H, s), 12.34(1H, s), 13.71(1H, brs). 

A-10. N-[7^N\N'-^^VfcK9^y*^'=^^3^4-7/^D^^/V)-8-fcKD 

^Ml,6]^7^y^-5--Y/v]-N'-^^v'^iJ i ;VT^K 

NMR(DMSO-d ) 8 : 2.62(6H, s), 3.71(3H, s), 4.25(2H, s), 7.11-7.18(2H, m), 

6 

7.33-7.38(2H, m), 8.24(1H, s), 9.09(1H, d, J=2.1Hz), 9.83(1H, br s), 11.03(1H, br 
s), 12.35QH, br s), 13.70(1H, br s). 

A-11. N-[7-(N\N'-^^/VfcK9v?y^;v^=/i/)-3-(4-7/^n^yi;/v)-8-l:Ka 
NMR (CDC1 ) 8 : 2.82(6H, s), 3.04(3H, d, J=5.2Hz), 4.20(2H, s), 6.98-7.07(2H, m), 

3 

7.13-7.2K2H, m), 7.46-7.54(lH, m), 7.93(1H, d, J=1.8Hz), 8.61(1H, br s), 
9.03QH, d, J=1.8Hz), 9.66(1H, s), 12.95(1H, br s). 

A-12. 2-(N\N'-^^^fcK9^/)-N-[7-(N\N'-^^/VfcK9^/*/l'*'^l' 
)-3-(4-7/V^D^^^V)-8-fcKD^^[l,6]^7f'y^^-5--l'/V]-2-^-^yTirhT5 
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K 

NMR (CDC1 ) 6 : 2.73(6H, s), 2.78(6H, s), 4.21(2H, s), 6.99-7.07(2H, m), 

3 

7.13-7.2K2H, m), 7.88(1H, d, J=2.0Hz), 8.10(1H, br s), 8.47(1H, s), 9.04(1H, d, 
J=2.0Hz). 9.6K1H, s), 13.1K1H, br s). 

A-13. N-[3-<4r7Ac*-n'O^A')-»-tKn^-7- (2r*Y*t*S3& /VjjjW<^y(/U 

)[l,6]^7^y^y-5-^V]-N'-(2-p<hdrV3i^)^-'¥f , ^T^K 

NMR (CDC1 ) 6 : 3.42(3H, s), 3.44(3H, s), 3.55-3.65(6H, m), 3.65-3.73(2H, m), 

3 

4.2K2H, s), 6.98-7.07(2H, m), 7.13-7.21(2H, m), 7.72-7.79(lH, m), 7.94(1H, d, 
J=2.1Hz), 8.05-8.12(lH, m), 9.03(1H, d, J=2.1Hz), 9.61(1H, s), 13.34(1H, s). 
A-14. 5-[(N\N'-^^/VtK7^y^-^iflJ/V')T5y]-3-(4-7^n-<>'^yl/)-8-fcK 

a^Mi ,6]ty^V Vis-i-i) /^y^k 

NMR (CDC1 ) 6 : 2.73(6H, s), 3.43(3H, s), 3.58-3.67(2H, m), 3.66-3.73(2H, m), 

3 

4.2K2H, s), 6.98-7.07(2H, m), 7.14-7.20(2H, m), 7.87(1H, d, J=2.1Hz), 

8.46-8. 16(m, 2H), 9.03(1H, d, J=2.1Hz), 9.60(1H, s), 13.36(1H, s). 

A-15. N-[3-(4-7/V^u^^;VH-fcKn^i/-7-(2->h^- > >^f 1 /l'^;W^^yV 

)[l,6]^7f 1 yv?>'-5-^]-N',N'-^^^lf/VT^K 

NMR (CDC1 ) 8 : 3.13(3H, s), 3.42(6H, s), 3.58-3.63(2H, m), 3.65-3.71(2H, m), 

3 

4.20(2H, s), 6.98-7.06(2H, m), 7.14-7.22(2H, m), 7.89(1H, s), 8.09(1H, br s), 
9.03QH, d, J=2.1Hz), 9.61(1H, br s), 13.31(1H, s). 
[0019] A-19 

Mb 13] 



OH O 




A-16: R 3 - -CH^HgOMe, 
A-17: R 3 ■ -CHgCHzOMe, 



R - -CH2CH20M8 
R - -NMe 2 



A-18: R 3 - -CHaCHgOMe R- 
A-19: R 3 - -CHaQHaOMe R 3 



A-16. 3-(4-7/V^o^^/U)-8-l:Kn^Ml.6]^7^!J^-5.7-^/W#V^ f 
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NMR (CDC1 ) 5 : 3.44(3H, s), 3.45(3H, s). 3.61-3.69(4H, m). 3.69-3.78(4H. m), 

3 

4.20(2H, s), 6.97-7.05(2H, m), 7.16-7.23(2H, m), 7.99(1H, br s), 8.15(1H, br s), 
9.0K1H, d, J=2.0Hz), 9.74(1H. d, J=2.0Hz), 13.79(1H, s). 

A-17. 5-(N\N'-^^;>fcK7^*/V^=/^3-(4-7/^n^>-^)-8-tKndrV 

[l,6]^7^yv ? ^-7-*/^^^(2-p«h^rV^;V)T5K 

NMR (CDC1 ) 5 : 2.83(6H, s), 3.48(3H, s), 3.66-3.71(2H, m), 3.71-3.78(2H, m), 

3 

4.2K2H, s), 6.96-7.05(2H, m), 7.17-7.24(2H, m), 8.18(1H, br s), 8.34(1H, br s), 

9.0K1H, d, J=2.1Hz), 9.56QH. d, J=2.1Hz), 13.77(1H, br s). 

A-18. 3-(4-7;V^-D^^/V)-8-tKn^[l ,6]-^7f-y ^y-5,7-*/m?^ift 

7-[(2-^h^riX^^/V)T5K] 5-[(2-^*yy-4-^/V^/V)75K] 

NMR (CDC1 ) 5 : 2.55-2.59(4H, m), 2.68(2H. t, J=6.0Hz), 3.41(3H, s), 

3 

3.58-3.64(4H, m), 3.72-3.81(6H, m), 4.20(2H, s), 6.96-7.04(2H, m), 7.15-7.22(2H, 
m), 8.16-8.25(2H, m), 9.00(1H, d, J=2.2Hz), 9.74(1H, d, J=2.2Hz), 13.77(1H, br 
s). 

A- 1 9. 3-(.4-7;ujru<<yi?;V)-8-t Kn^>[1.6]^7^-y i/V-5 , 7-#/V#Vg£ 
7<<2-*Y*$/3&MT%\t] 5-[(2-^/^y^-4--r/v^n^/v)T5K] 
NMR (CDC1 ) 8 : 1.95(2H, t, J=6.2Hz), 2.58-2.70(6H, m), 3.42(3H, s), 

3 

3.57-3.69(4H. m), 3.69-3.80(6H, m), 4.20(2H, s), 6.96-7.05(2H, m), 7.16-7.23(2H, 
m), 8.54(2H, br s), 9.00(1H, d, J=2.0Hz), 9.72(1H, d, J=2.0Hz), 13.89(1H, br s). 
[0020] HJS0IJA-2O 



OH O 




O 



-4 




[3c4] 




[«5] 




BS6] 
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[*7] 




[0021] 

Mb 15] 
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lMb"£-^15(8.5g, 20.4mmol)£fc°yiM2.47ml, 30.6mmol)cDi^nn^:/(100ml)^ 

Hi ,6]-ry=f-V vV-7-#/Vtft>^?Vl-b-l(8. 1 lg)§rl|K^81%-C#7c 0 
NMR(CDC1 ) 6 : 3.55(3H, s), 3.94(3H, s), 4.13(2H, s), 4.21(2H, s), 5.52(2H, s), 

3 

7.00-7.06(2H, m), 7.19-7.27(2H, m), 7.33-7.43(3H, m), 7.57-7.6l(2H, m), 
8.06(1H, s), 8.98(1H, br s), 9.01(1H, d, J=1.8Hz). 

2) M1&&lA-3(D5)(Djjmz.^X. ±1^3^-1(7.86 g, 16.1 mmol)^ 8-^ 

^^a^^-s^-^v^n^^^s^-^h^i/T-fe^vT^yHi.el^^f 1 !;^^ 

-7-*/V-^y^b-2(6.85g)^rJ|K^90%f#7>:e 

NMR(CDC1 ) 8 : 3.57(3H, s), 4.15(2H. s), 4.23(2H. s). 5.72(2H, s), 7.00-7.08(2H, 

3 

m), 7.18-7.23(2H, m), 7.34-7.39(3H, m), 7.56-7.60(2H, m), 8.09(1H, s), 9.06(1H, 
d, J=2.1Hz), 9.06(1H, br s). 

3) mMmA-KD9)(0^m^m^X. ±fe>ffc-3-$>b-2(200 mg, 0.421 mmoD/^8-^ 
>^n^ix-3-(4-7/^n^>^/V)-5-(2-^h^£/T±^VT5y)-[l,6]-7-7^i;v ? ^ 

(2-tKD^^^;W)T^Kb-3(223 mg)£97%OI|Z^-?#7i. 
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NMR (DMSO-d ) 8 : 0.94(3H, t, J=7.4Hz) ( 1.48(2H, qui, J=7.4Hz), 3.21-3.31(1H, 

6 

m), 3.51-3.67(2H, m), 3.55(3H, s), 4.16(2H, s), 4.21(2H, s), 5.56(2H, s), 
6.99-7.08(2H, m), 7.18-7.24(2H, m), 7.35-7.43(3H, m), 7.56-7.60(2H, m), 
8.1K1H, br s), 8.20-8.24(lH, m), 9.00(1H, d, J=1.8Hz), 9.03(1H, br s). 
4)MMA-l(Dll)<D^mi^tX, ±IE^^Ib-3(215mg, 0.408 mmol)?i^B-l 
(126 mg)Z68%<D<&LmX'mz. 

MM-.75-7TC 

NMR (CDC1 ) 6 :1.03(3H, t, J=7.4Hz), 1.51-1.67(2H. m), 3.37(lh, ddd, J=14.0, 

3 

7.9, 5.9hz), 3.57(3H, s), 3.72(1H, ddd, J=14.0, 6.9, 3.0Hz), 3.78-3.85(lH, m), 
4.12(2H, s), 4.20(2H, s), 6.98-7.07(2H, m), 7.14-7.20(2H, m), 7.92(1H, s), 
8.20(1H, t, J=6.1Hz), 8.69(1H, s), 8.98(1H, d, J=2.1Hz), 13.18(1H, br s). 

mmmB-2 

Hti6] 




b-6 M 



B-2. 3-(4-7^n^<^v , /V)-8-l:Kn^rv'-5-^^/H:i ,%Yfry^) !> J > s-l-iiA<rRVWt 
(2-^h=3f->^^/V)T5K 

l)^-&^8(2.113g, i.OmmoDRWJyWjV^M^Ag, 20mmo\)%B.Jfc=Ul"<y\ZA 
*k nQgLMk, rVy^XWx.-frfrxyr^yittM^mg, 0.4mmolX 
/V#'D>-gK599mg, 10mmol)^Px^=¥f-^(48ml)fc®i^U, M*#T, M&fflL 

&*nwoox;m®*\zxMffitzft% 3. 5B#ra&, mmmikwirz, aa, 

EltM&mzffim^^^MWmimtfMl50m\\ 10%^^^^(60ml)^nx 

»b$&mhim*vimmtLxmkthw&vffli&. hot*-*-*, n^ntc 
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[1.6]^7^y^^-7-*/V*V^^b-4(407mg)?rllX^24.4%-e#fCo 
NMR(CDC1 ) 6 :2.90(3H, s), 3.95(3H, s), 4.23(2H, s), 5.50(2H, s), 7.02-7.08(2H, 

3 

m), 7.19-7.23(2H, m), 7.32-7.41(3H, m), 7.58-7.61(2H ( m), 8.13(1H, m), 9.04(1H, 
d, J = 2.1 Hz). 

2) ^ig^jA-305)(D^j5fe[CigCT, ±E'fb^b-4(815mg, 1.96 mmol)>5>t>, 8-^< 
b-5(740mg)^J|Z^93.9%-C#7to 

NMR(CDC1 ) 8 :2.87(3H, s), 4.25(2H, s), 5.62(2H, s), 7.03-7.09(2H, m), 

3 

7.18-7.23(2H, m), 7.31-7.38(3H, m), 7.64-7.66(2H, m), 8.13(1H, m), 9.09(1H, d, J 
= 2.1 Hz). 

3) ^MA-KD9)<D^^lCiiCr, ifEte-S^b-SGOlmg, 0.5 mmoDri^ 8--0" 
^n^i/-3-(4-7/^n^^/V)-5-^Ml,6]^7^y^y-7-*/^y^(2-^h 
^->ji^)T5Kb-6(180mg)^it2^78.3%-e#7to 

NMR (DMSO-d ) 5 :2.88(3H. s), 3.36(3H, s), 3.54-3.58(2H. m), 3.64-3.70(2H. m), 

6 

4.22(2H, s), 5.48(2H, s), 7.02-7. 08(2H, m), 7.18-7.23(2H, m), 7.31-7.40(3H, m), 
7.65-7.67(2H, m), 8.11(1H, m), 8.24(1H, m), 9.03(1H, d, J = 2.1 Hz). 

4) mMMA-l(Dll)<DjjmzmtX. ±mit^b-6 (177mg, 0.385 mmoD^b, it 
^B-2(109mg)^JK^76.8%-C#fCo 

: 167-168t 
7G§H##f:C H FN O hLX 

20 20 3 3 

ff^Lffi (%): C, 65.03; H, 5.46; F, 5.14; N, 11.38. 
##NE (%): C, 64.91; H, 5.51; F, 5.08; N, 11.26. 

NMR (CDC1 ) 5 : 12.76(3H, s), 3.44(3H, s), 3.61-3.64(2H ( m), 3.68-3.73(2H, m), 

3 

4.2K2H, s), 7.01-7.06(2H, m), 7.16-7.21(2H, m), 8.03(1H, d, J = 2.1 Hz), 8.40(1H, 
m), 9.0K1H, d, J = 2.1 Hz), 13.09(1H, s). 
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Wfcl7] 




B-3 



B-3. 3-(4-7/v^i-n'<^i?^)-8-fcKn^i/-5-(l-l:Kn^v'^^/V')[i fi]i-y^-]) i/> 

lMt£-$8(1.585g, 3mmol)^h/^y(60mO^Dx.^L^^$t^^, gfi»T 
, TYy^W^^^y^^y^M^mg, 0.452mmol)^V^-Chy^f L Ml- 

4^^^^ifl^LS0 , KJ&iI-£^£^£Ef^U -rb7tKn77>-(60ml)^n^ 
Mfll#T^ rm£J£g|(6ml)£>!rax.30#3!#^ @^^,v;n;*7vKl40ml)&tf 
7k(100ml)£;tJD;t^#$U ^fP^Tk-Cgfe^, ^c£E^ifiL7^^*y'>A(4g) 
<D*(20ml)*i£$M;is 30^^m#LT^ftHLfe^^fe^*L, g^^/v 

-3-(4-7^n^y^/V)[l,6]^7^y^^-7-*/V^yit^^/Vb-7(1.164g)^87.3% 
NMR(CDCl ) 5 :2.85(3H, s), 3.96(3H, s), 4.21(2H, s), 5.70(2H, s), 7.00-7.06(2H, 

3 

m), 7.19-7.24(2H, m), 7.33-7.40(3H, m), 7.53-7.56(2H, m), 9.01(1H, d, J = 2.1 
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Hz), 9.33(1H, m). 

Hfc*«fcllElfirV\ ffim+W<}&-r?&mMm%£;-tZ>o 8-^^n*i/-3-<4- 
b-8(406mg)^^/V^L-C91 .6%CDifc^-C#fco 

NMR(CDCl ) 5 :1.55(3H, d, J = 6.6 Hz), 3.94(3H, s), 4.23(3H, s), 4.68(1H, bs), 

3 

5.44(1H, m), 5.52(2H, s), 7.03-7.08(2H, m),n 7.17-7.22(2H, m), 7.34-7.44(3H, m), 
7.58-7.60(2H, m), 8.15(1H, d, J = 2.1 Hz), 9.06(1H, d, J = 2.1 Hz). 

3) MMfflA-3<D5) <Dj?fe[zMZXs _b|E'fb£4&b-8 (480mg, 1.08 mmol)J&»&* 8-^< 
y^ndr^-3-(4-7/V^-n^^/V)-5-(l-fcKP^ri/3if-^)[l,6] ^r7f^^y-l-ii 

/W^^b-9(420mg)&lfc^90.3%-C#7to 

NMR(CDC1 ) 8 :1.63(3H, d, J = 6.6 Hz), 4.25(2H, s), 5.49(1H, quart, J = 6.6 Hz), 

3 

5.69(2H, s), 7.03-7.09(2H, m), 7.18-7.23(2H, m), 7.35-7.38(3H, m), 7.59-7.62(2H, 
m), 8.36(1H, m), 9.08(1H, d, J = 2.1 Hz). 

4) Hife^jA-109)0^j*^^CC N ±%Zfc&90b-9 (200mg, 0.463 mmol)/!)^ % 
NMR (DMSO-d ) 5 : 8-^i?v*i/-3^-7/V*v^yi?/vy5^l-\tfv*i'^ 

6 

^)[1,6] t7f Wy-7-jJfry$y& (2-p<^V:^VV)T5Kb-10(201mg)£J|3^ 
88.9%"C#7to 

NMR (DMSO-d ) 8 :1.58(3H, d, K = 6.6 hz), 3.34(3H, s), 3.52-3.55(2H, m), 

6 

3.63-3.67(2H, m), 4.23(2H, s), 4.45(1H, bs), 5.43-5.56(lH, m), 5.50(1H, d, J = 
10.5 Hz), 5.54(1H, d, J = 10.5 Hz), 7.02-7.08(2H, m), 7.18-7.22(2H, m), 
7.33-7.4K3H, m), 7.63-7.65(2H, m), 7.96(1H, m), 8.18(1H, d, J = 2.1 Hz), 
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9.05(1H. d, J = 2.1 Hz). 

5)mMWfli-K01l)<Dj?m\zmCX, ±|&fb-£#>b-10(198mg, 0.404 mmol)*)^ 

te^B-3(136mg)£ltX^84%-?#/Co 

§6^:179^ 

TGMfttf-.C H FN O tLX 
21 22 34 

ff-^il (%): C, 63.15; H, 5.55; F, 4.76; N, 10.52. 
^♦fflt (%): C, 63.15; H, 5.61; F, 4.66; N, 10.38. 
NMR (CDC1 ) 8 :1.56(3H, d,J = 6.6 Hz), 3.43(3H, s), 3.61-3.64(2H, m), 

3 

3.70-3.75(2H, m), 4.22(2H, s), 5.40(1H, quart, J = 6.6 Hz), 7.01-7.07(2H, m), 
7.16-7.20(2H, m), 8.15(1H, m). 8.14-8.17(1H, m), 9.04(1H, d, J = 2.1 Hz). 
HJfc0!lB-4 
Mbl8] 




B-4. 3-(4-7^n^<y ^H-tKDdri/-5-(3-^h^r ^n^=;V)[l fiYty^W 

lMb-£$llO(286mg, 0.5ramol)^TJ ; xh7^hy73:=yV^7^^/-«7v 5 ^A(30mg, 
0.026mmol)fC2-((E^3-^h^i/-^n^^/vM > 4 I 5,5-xb^^[l,3,2]^^f-JsK 
07y(142mg, 0&mmo\)(Di?^/V*/l<J±T$V(tm[M&Z1J1\Z., $fr^X2*;V<Dj% 

mmw&Lxmx:M®*xMfmw&ft?o mm®.. &.fom&mm&^* 
s^7k^nx^Lio%^^(8mD^nxv^ mty^mu jmmm ^mm 

T±h^(4: i)m^tcBMi70m^M-yy°ti^/u^-T/^x^git%:n^\ 8- 

^y^n^i/-3-(4-7/^D^y^/V)-5-(3-^h^V7 P n^^V)[l,6]f-7^IJ^^ 
-7-jjjU#>& l(135mg)£52.3%<2JlX^-e#7io 
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NMR(CDC1 ) 8 :3.38(3H, s), 3.50(3H, s), 3.56-3.59(2H, m), 3.66-3.71(2H, m). 

3 

4.2K2H, s), 4.27(2H, dd, J = 1.8, 4.5 Hz), 5.50(2H, s), 7.01-7.39(9H, m), 
7.67-7.70(2H, m), 8.21(1H, m). 8.31(1H, d. J = 1.8 Hz). 9.01(1H, d, J = 1.8 Hz). 
2)M1&Mk-l<Oll)(Djjmz.mZX^ _h|E'fb-g-^b-ll(200mg, 0.388 mmol)2>^ 
'fb-a-^lB-4(140nig)SrJ|K^84.8%-C#fc o 
125-126^ 

TCSH^MfftC H FN O tLX 

23 24 3 4 

tf-^ffi (%): C, 64.93; H, 5.69; F, 4.47; N, 9.88. 
##HB (%): C, 64.78; H, 5.54; F, 4.24; N, 9.75. 

NMR (CDC1 ) 8 :3.44(3H, s), 3.49(3H. s), 3.62-3.65)2H, m), 3.69-3.74(2H, m), 

3 

4.21(2H, s), 4.24(2H, dd, J = 1.8, 5.1 Hz), 6.89-6.97(lH, m), 7.00-7.07(2H, m), 
7.15-7.26(3H, m), 8.25(1H, d, J = 1.8 Hz), 8.39(1H, m), 9.00(1H, d, J = 2.1 Hz), 
13.27(1H, s). 

B-16 

'MMB-KD^mzmZX, ^#)B-5-B-16^^L7t. 
Mb 19] 




B5: R 2 - H, R 3 - '^^OMe B1 



B6: R 2 - H. R 3 - ^^Ny^ 



B7: R 2 - H. R 3 - 



Y 



B12: R 2 - H. R 3 - 



B13: R 2 - H. R 3 - 



7 

Me 



Me 



B8: R 2 - H, R 3 - ^s^ CN 



B14: R 2 - H. R 3 - 



B9: R 2 - H, R 3 - 



Me 

.N. 



Me 



B15: 



i R 2 - H. R 3 - ^V^i 



OMe 



B10: R 2 - 



B16: R 2 - Me. R 3 - 



;lfi0»J B-5. 3^4-7/^P^^/V)-8-tKn^v'-5-(2->^v/T-ir^/VT5y)[l,6] 



•^-7f : -y^V-7-*^^^(3-^h^v'7 0 nfcVl')T5K 
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Hfe^ : i59-i60t; 

7C5rf##f:C H FN O tL-X 

23 25 4 5 

ffiMtt (%): C, 60.52; H, 5.52; F, 4.16; N, 12.27. 
##Hfi (%): C, 60.47; H, 5.60; F, 4.09; N, 12.23. 

NMR(CDC1 ) 8 : 1.90-1.98(2H, m), 3.41(3H, s), 3.55-3.64(5H, m), 3.57(3H, s), 

3 

4.13(2H. s), 4.20C2H, s), 6.99~7.05(2H, m), 7.15-7.20(2H, m), 7.94(1H, s), 
8.23-8.27QH, m), 9.00(1H, d, J=2.0Hz), 13.37(1H, brs). 

B -6. 3-(4-7^n^i>i;;V)-8-tKn^ri/-5-(2->h^ri/T-fef-/V'T5y)[l,6 
]"7-7f-y^y-7-*^V^(2-^y7 P ofcVVT5y^^W)T$K 
MM* : 69-70*0 

7C^##f:C H FNOtLT 

27 34 5 4 

H-JMff (%): C, 63.39; H, 6.70; F, 3.71; N, 13.69. 
^*fffi (%): C, 60.69; H. 6.65; F, 3.34; N, 13.10. 

NMR(CDC1 ) 8 : 1.07(12H, d, J=5.8Hz), 2.73(2H, brs), 3.08(2H, brs), 3.44(2H, brs), 

3 

3.58(3H, s), 4.12(2H, s), 4.20(2H, s), 6.99-7.05(2H, m), 7.15-7.19(2H, m), 
7.97(1H, s), 8.34(1H, brs), 8.62(1H, brs), 8.99(1H, d, J=2.1Hz), 13.39(1H, brs). 

M:149-150t: 

7C?!f##f :C H FN O tlX 

24 27 4 5 

tfJWfi (%): C, 61.27; H, 5.78; F, 4.04; N, 11.91. 

(%): C, 61.16; H, 5.88; F, 3.92; N, 11.79. 
NMR(CDC1 ) 8 : 1.21(6H, d, J=6.1Hz), 3.58(3H, s), 3.62-3.70(5H, m), 4.13(2H, s), 

3 

4.20(2H, s), 6.99-7.05(2H, m), 7.15-7.20(2H, m), 7.95(1H, s), 8.16(1H, brs), 
8.64(1H, s), 8.99(1H, d, J=1.9Hz), 13.26(1H, brs). 

MMffl B-8. 3^4-7/V^a^V^V)-8-fcKo^^-5-(2-^h^r^T-fef-/VTSy)[l,6] 
jttjfii:173-175lC 



WO 2005/075475 PCT/JP2005/001454 

53 

NMR(CDC1)5 : 2.79(2H, t, J=6.4Hz), 3.59(3H, s), 3.78(2H, q, J=6.4Hz), 4.14(2H, 

a 

s), 4.2K2H, s), 6.99-7.06(2H, m), 7.94(1H, d, J=2.1Hz), 8.21(1H, t, J=6.1Hz), 
8.69(1H, s), 9.02(1H, d, J=2.1Hz), 12.79(1H, br s). 

MMffl B-9. 3-(4-7/V^-n^i^;V-)-8-kKndrV-5-(2-^h^^T-fe^/VT5y)[l,6] 
gf!^ : 164-166'C 

NMR(DMSO-d ) 6 : 2.21(6H, s), 2.45-2.51(2H. m), 3.39(3H, s), 3.43-3.50(2H, m), 

6 

4.15(2H, s), 4.25(2H, s), 7.12-7.19(2H, m), 7.32-7.38(2H, m), 8.12(1H, s), 
8.76(1H, t, J=5.6Hz), 9.08(1H, d, J=1.8Hz), 10.26(1H, s), 13.49(1H, br s). 
MMM B-10. 3-(4-7/V^n^y^W)-8-tKn^rix-5-(2-^h^v'r-fef-^T5y 
)[l,6]^75 L yi ? >-7-^^7j?V^ (2-tKndri/-l-^^/V3i^V)T5:K 
86^:85-87*0 

NMR(CDC1 ) 5 : 1.36(3H, d, J=6.9Hz), 3.58(3H, s), 3.71(1H, dd, J=ll.l, 5.8Hz), 

3 

3.84(1H, dd, J=ll.l, 3.8Hz), 4.13(2H, s), 4.20(2H, s), 4.25-4.35(lH, m), 
6.99-7.06(2H, m), 7.15-7.21(2H, m), 7.91(1H, s), 7.93(1H, s), 8.67(1H, s), 
8.99(1H, d, J=2.1Hz), 13.18(1H, br s). 

MM&l B-ll. 24[3-(4-7;V^n^^;v)-8-tKndri/-5-(2-p<hdri/Tir^-/VT5:/ 

)[l,6]^7^!J^^-7-*^^^/V]TV}7 0 nt o ^-^i^^-/V 

gfe^:181-182t: 

7U^5>W:C H FN O thX 

23 23 4 6 

tf-£fl6 (%): C, 58.72; H, 4.93; F, 4.04; N, 11.91. 
##ffit (%): C, 58.62; H, 4.84; F, 3.80; N, 11.86. 

NMR (CDC1) 5 :1.58(3H, s), 3.59(3H, s), 3.82(3H, s), 4.14(2H, s), 4.20(2H, s), 

3 

4.77-4.87(lH, m), 7.00-7.05(2H, m), 7.15-7.20(2H, m), 7.94(1H, m), 8.26(1H, d, J 
= 7.8 Hz), 8.66(1H, s), 9.00(1H, d, J = 2.1 Hz), 12.95(1H, s). 

B-12. 3-(4-7/P^D^^;V)-8-tKndri/-5-(2-^h^v'Tirf-/'V-T5y 

NMR (CDC1) 8 :1.13(3H, d, J = 6 Hz), 1.25(6H, trip, J = 6.9 Hz), 2.06(2H, bs), 

3 
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2.94(6H, bs), 3.58(3H. s), 3.58-3.67(2H, m), 4.13(2H, s), 4.20(2H. s), 
6.99-7.05(2H, m), 7.15-7.20(2H, m), 7.96(1H, s), 8.65(1H, bs), 8.74(1H, bs), 
8.99(1H, d, J = 2.1 Hz), 13.15(1H, bs). 

MM&l B-13. Z^-y;^u^i^J/vy%-\i\fn^-^2-/^^yT±^;VT^ 
NMR (CDC1) 6 :1.96-2.00(2H, m), 2.51(6H, s), 2.71-2.75(2H, m). 3.56-3.60(2H, 

3 

m), 3.58(3H, s), 4.13(2H, s), 4.20(2H, s), 6.99-7.05(2H, m), 7.15-7.20(2H, m), 
7.96(1H, m), 8.67(1H, bs), 8.70(1H, s), 8.99(1H, d, J = 2.1 Hz), 13.30(1H, bs). 
B-14. 3-(4-7^V^-n-<^^)-8-tKndri/-5-(2-^h^^Tir^/VT57 

Sl^:175-177t: 
7C^W:C H FN O tLX 

23 25 4 5 

tf-^il (%): C, 60.52; H, 5.52; F, 4.16; N, 12.27. 
##f{g (%): C, 60.59; H, 5.38; F, 3.93; N, 12.17. 

NMR(CDC1)6 : 1.25(3H, t, J=7.0Hz), 3.56-3.62(5H, m), 3.64-3.73(4H, m), 

3 

4.14(2H, s), 4.20(2H, s), 6.99-7.04(2H, m), 7.15-7.22(2H, m), 7.95(1H, s), 
8.12QH, m), 8.64(1H, s), 9.00(1H, s), 13.26(1H, s). 

MMM B-15. 3^[3-(4-7/^^-^^<yv>;^)-8-fcK^d^^-5-(2-^^^v/T•fef•/^T5y 

)[l,6]^7^y^^-7-^;v#=;v]T$7}7 p nf3j->^^v 

Bl,6:16 8-170 < C 
5c^W:C H FN O tLX 

23 23 4 6 

ff-^ff: (%): C, 58.72; H, 4.93; F, 4.04; N, 11.91. 
##r{ifi (%): C, 58.56; H, 4.83; F, 3.90; N, 11.80. 

NMR(CDC1 ) 5 : 2.72(2H, t, J=6.2Hz), 3.74-3.81(5H, m), 4.13(2H, s), 4.2l(2H, s), 

3 

6.99-7.05(2H, m), 7.15-7.20(2H, m), 7.93(1H, s), 8.22QH, m), 8.63(1H, s), 
9.00(1H, s), 13.18QH, s). 

MMM B-16. Z^4:-y^ti^y^/vy8-hh^^-5^2-^h^yT±'f-Jl'7^/ 
)[1 ,e]i-yf-V ^-l-i3;V7f^m. {2-^Y^y^;v)^;vr^.Y 



WO 2005/075475 



55 



PCT/JP2005/001454 



g!^: 66-68*0 

5tMftVx:C H FN O £L"C 

23 23 4 6 

tH?{fi (%): C, 58.72; H, 4.93; F, 4.04; N, 11.92. 
##ffit (%): C, 58.56; H, 4.83; F, 3.90; N, 11.80. 

NMR(CDC1 ) 8 : 3.36(6H, s), 3.55(3H, s), 3.72(2H, t, J=5.2Hz), 4.11(2H, s), 

3 

4.20(2H, s), 6.99-7.05(2H. m), 7.15-7.20(2H, m), 7.92(1H, s), 8.66(1H, bs). 
8.98(1H, s). 

Mk20] 

OH O Me 
Me 

B-17 

MM^lB-n. 3-(4-7/V^n^y^/V)-8-fcKo^v'-5-^f 1 /VEl,6]'7^7^yv ? y-7-* 

iB!^:137-139 e C 
7C5{f##f:C H FN O <hL"C 

19 19 4 2 

fcW$. (%): C, 64.40; H, 5.40; F, 5.36; N, 15.81. 
##fiL (%): C, 64.14; H, 5.30; F, 5.24; N, 15.51. 
NMR (CDC1 ) 6 :2.76(3H, s), 2.80(6H. s), 4.22(2H, s), 7.01-7.06(2H, m), 

3 

7.16-7.2K2H, m), 8.03(1H, m), 8.80(1H. bs), 9.02(1H, d, J = 2.1 Hz), 12.91(1H, 
bs). 

HJfe#lB-18 

Wb2i] 
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OH O Me 
N- N Me 

B-18 

Hi&0!lB-18. 3-(4-7/V^-n^y^/V)-8-tKD^r^-5-(l-fcKndriXni^)[i ,&yfy 
^!)^V-7-#/v#V^ N ',N '-iW/l/fcK^K 

114-1 16^ 
7G#$Mlr:C H FN O 0.9H OtLX 

20 21 4 3. 2 

tmtfltt (%)■■ C, 59.96; H, 5.74; F, 4.74; N, 13.99. 
#*f{6 (%): C, 60.05; H, 5.68; F, 4.94; N, 13.70. 

NMR (CDC1 ) 5 :1.57(3H, d, J = 6.3Hz), 2.82(6H, s), 3.59(1H, bs), 4.22(2H, s), 

3 

5.39(1H, d, J = 5.4 Hz), 7.01-7.07(2H, m), 7.16-7.20(2H. m), 8.04(1H, s), 8.57(1H, 
bs), 9.04(1H, s), 13.16(1H, bs). 
—B-20 

Mb22] 

OH O 




B-19: R^NM^ 

B-20: f^-CHjCHzNMez 



jRj&iis-ne'C 

7G^##f:C H FN O £l/C 

22 23 4 3 

StJMS (%):C, 64.38; H, 5.65; F, 4.63; N, 13.65. 
#0Hlfc (%): C, 64.23; H, 5.65; F, 4.35; N, 13.34. 

NMR (CDC1 ) 8 :2.82(6H, s), 3.49(3H, s), 4.21(2H, s), 4.24(1H, d, J = 1.8 Hz), 

3 

4.26QH, d, J = 1.8 Hz), 6.86-6.94(lH, m), 7.00-7.06(2H, m), 7.15-7.25(3H, m), 
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8.24X1H, d, J = 1.84 Hz), 8.77(1H, bs). 9.01(1H. d, J = 1.8 Hz), 13.07(1H, bs). 

3-(4-7/W^o^V^V)-8-tKn^^-5-(3-p<h^^7 0 n^c=:;V)[l,6]-?- 
7^y^V-7-*y^V^(2-^^VT5yi^V)T5Kl&^-7K?P#) 
gt£:156-158t; 

7G^##f:C H FN O .HC1.H 0£LT 

24 27 4 3 2 

ff-gfit (%):C, 58.47; H, 6.13; CI, 7.19; F, 3.85; N, 11.37. 

(%): C, 58.39; H, 6.16; CI, 7.22; F, 3.99; N, 11.36. 
NMR (d6-DMSO)) 8 :2.85(6H, s), 3.38(3H, s), 3.74-3.76(2H, m), 4.23-4.27(4H, 
m), 7.13-7.18(2H, m), 7.30-7.52(4H, m), 8.79(1H, s), 9.07(1H, m), 9.32-9.36(lH, 
m), 9.80(1H, bs), 13.35(1H, bs). 
;jfe#i|B-21-B-24 

Mt23] 

l_l 

OH O B-21: R- 




M2: R = v-^ Me 

0 



B-23: R- ^ ; 



T 

B-24: R« \^N^xC^ 



V 

o 

afc0dB-21. 3-(4-7yV^P^^/V)-8-th*n^Ml,6]^7^!Jv ; >'-5,7-v ? *>'V'7K 
y& 5-tert-y ^/VT5K 7-[(2-tKn^i^/^)T?K] 

NMR(CDCl )5 : 1.05(3H, t, J=7.5Hz), 1.53(9H, s), 1.58-1.74(2H, m), 

3 

3.30-3.40UH, m), 3.79-3.90(2H, m), 4.20(2H, s), 6.96-7.04(2H, m), 7.16-7.21(2H, 
m), 7.52(1H, s), 8.13-8.17(1H, m), 8.98(1H, d, J=2.2Hz), 9.78(1H, d, J=2.2Hz), 
13.59C1H, br s). 

3-(4-7yV^n^y^V)-8-tKn^rMl,6]^7^y^>'-5,7-^*/V^ 
>m 7-[(2-fcKndrVy^;V)T5K] 5-[(2-^h^V^^/V)T5K] 
NMR(CDCl )5 : 1.05(3H, d, J=7.5Hz), 1.54-1. 70(2H, m), 3.33-3.42(lH, m), 

3 
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3.42(3H, s), 3.60-3.64(2H, m), 3.66-3.72(2H, m), 3.76-3.91(2H, m), 4.19(2H, s), 
6.97-7.04(2H, m). 7.16-7.2K2H, m), 8.05-8.11(lH, m), 8.29-8.36(lH, m), 
8.98(1H, d, J=2.1Hz), 9.70(1H, d, J=2.1Hz), 13.69(1H, br s). 
MM&IB-2Z. 3-(4-7^n^^/>)-8-tKn^iX[l,63^7f-yv ; ^-5,7-v J */V^ 
7-[(2-tKndf-v^y^/V)T5K] 5-{[3- (2-^yt°ny^-W/V):/nfcVklT5 

Y) 

NMR(CDC1 ) 5 : 1.03(3H, d, J=7.4Hz), 1.54-1.64(2H, m), 1.78-1.86(2H, m), 

3 

2.08-2. 19(2H, m), 2.53-2.56(2H, m), 3.33-3.56(7H, m), 3.73-3.85(2H, m), 
4.20(2H, s), 6.95-7.04(2H, m), 7.17-7.22(2H, m), 9.00(1H, d, J=2.1Hz), 
9.04-9.1K1H, m). 9.19(1H, t, J=6.3Hz), 9.94(1H, d, J=2.1Hz), 14.03(1H, s). 
Hife^|B-24. 3-(4-7;^n^y^V)-8-fcKn^Ml,6]^7^y^y-5J-^/^ 
7-[(2-fcKD^^y^v)T5K] 5-[(y-hyt\?v7y>-2-J;v^/u)Tm 

NMR(CDC1 )5 : 1.05(3H, t, J=7.5Hz), 1.56-1. 72(2H, m), 1.90-2.01(3H, m), 

3 

2.01-2.18(1H, m), 3.31-3.43(2H, m), 3.76-3.98(5H, m), 4.09-4.20(lH, m), 
4.20(2H, s), 6.97-7.04(2H, m), 7.16-7.22(2H, m), 8.11-8.18(1H, m), 8.41(1H, br 
s), 8.99(1H, d, J=2.0Hz), 9.73(1H, s), 13.67(1H, br s). 
HJfs0t|B-25— B-29 

MM&lA-Wjj *fc [C^C-C, i k-^%B-25-B-29^^Lfc . 
Mt24] 



MMMB-25. N-[7-(N\N'-^^^tK7^y^yV*=/V)-3-(4-7y^D^>'v ; /V 

)-8-tKo^^[l,6]^7f-y^y-5-^]-NM2-^^^^)^if;VT5K 

jftj&: 167-169^ 

NMR(CDC1 ) 8 : 2.79(6H, s), 3.43(3H, s), 3.55-3.67(4H, m), 4.21(2H, s), 



6.99-7.06(2H, m), 7.15-7.20(2H, m), 7.74-7.80(lH, m), 7.94(1H, d, J=1.4Hz), 
8.52(1H, br s), 9.03(1H, d, J=2.1Hz), 9.63(1H, s), 13.08(1H, br s). 




OH O 



WO 2005/075475 



PCT/JP2005/001454 



59 



Kn^Ml,6]^-7^';^y-5-^]-N , ,N'-^^-;v^¥if;V'T5K 

18 j£: 125-128*0 

NMR(CDC1 ) 6 : 2.78(6H, s), 3.13(3H, s), 3.43(3H, s), 4.21(2H, s), 6.98-7.06(2H, 

3 

m), 7.15-7.2K2H, m), 7.88(1H, s), 8.56(1H, br s), 9.04(1H, d, J=2.0Hz), 9.66(1H, 
brs), 13.07(1H, brs). 

HiS0tjB-27. N-[3-(4-7^n^y^;V)-8-fcKndri/-7-(2-tKndr>>ai^/^yV 
gfc/£:136-137TC 

NMR(CDC1 ) 8 : 3.02(3H, d, J=5.2Hz). 3.65-3. 71(2H, m), 3.87-3.93(2H, m), 

3 

4.19(2H, s), 6.98-7.05(2H, m), 7.13-7.19(2H, m), 7.53(1H, d, J=5.2Hz), 7.92(1H, 

s), 8.17-8.23(1H, m), 9.01(1H, d, J=2.0Hz), 13.19(1H, s). 

N-[3-(4-7;V^n^y^V)-8-tKn^i/-7-(2-fcKn^rv'-l-^^;Vai 

^^/w^^/v)[i,6]^7^y^>'-5-^w]-N'-p«f-/^3h¥iP/VT5K 

gtft:131-133 £ C 

NMR(CDC1 ) 6 : 1.36(3H, d, J=6.7Hz), 3.03(3H, d, J=5.2Hz), 3.71(1H, dd, J=ll.l, 

3 

5.9Hz), 3.84(1H, dd, J=ll.l, 3.8Hz), 4.19(2H, s), 4.26-4.35(lH, m), 6.98-7.06(2H, 
m), 7.14-7.19(2H, m), 7.49(1H, d, J=5.2Hz), 7.92(1H, d, J=2.0Hz), 9.02(1H, d, 
J=2.0Hz), 9.65(1H, s), 13.21(1H, s). 

N-[7-(3-^f-;VT5/7 P nlf'^/P/ i t^>'V)-3-(4-7>'V^-o^^^V 

j-s-tKo^i/ci.ei^-^^y^y-s-^vi-N'-^f-^^if/vr^K 

NMR(CDC1 ) 5 : 1.83(2H, m), 2.33(6H, s), 2.49-2.55(2H, m), 3.03(3H, d, J=5.2Hz), 

3 

3.54-3.63(2H, m), 4.19(2H, s), 6.98-7.05(2H, m), 7.13-7.19(2H, m), 7.49(1H, br 
s), 7.94(1H, s), 8.86(1H, br s), 9.02(1H, s), 9.62(1H, br s), 13.52(1H, br s). 
MMM B-30 

Hk25] 
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2 pmol/V D*J±tW-^yhDNA»?*(5 pmol/V O^MSbfc,, -J.#tt» 

so 

Streptavidin (Vector Laboratoriestfc®i)S:0.1M^^/^77 w -^(iS.J^: 90 mM Na 
CO , 10 mM NaHCO ) |Cjfe&»U 40 n g/mlfcUi. #50 » l&J 

2 3 3 

/^y^^^T—difife: 13.7 mM NaCl, 0.27 mM KC1, 0.43 mM Na HPO , 0.14 

2 4 

mM KH PO )-C2ls]i5fci£1&, 1% ^^/^S^tpy^Sfc/^r— 300 ml&lmz. 

2 4 

DNA«(2 pmol/M 0 50 *t l&AP^ S^T, S»"C30 #Mft3||fctffcfK y>& 
^±m^-CMMLtl^^/VK, /<y77*-<mj&: 150 mM MOPS (pH7.2), 
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75 mM MnCl , 50 mM 2-mercaptoethanol, 25% glycerol, 500 \i g/ml bovine serum 

2 

albumin -fraction V) 12 » U ^@tK39 » IfrbmMLtcfcJ&mmsi » l^PXLfc. & 

NC)kLX<D$x.MZ.\t. #f?f^(*U^: 20 mM MOPS (pH7.2), 400 mM potassium 
glutamete, 1 mM EDTA, 0.1% NP-40, 20% glycerol, 1 mM DTT, 4 M urea)9ml^P 

:?v-r-£30 r-ceo^^^^-h^. KJ&$t£*rc 250 n \<DmW^yyr-{ 

3fiJ6r£:150 mM MOPS (pH7.2), 50 mM 2-mercaptoethanol, 25% glycerol, 500 n g/ml 
bovine serum albumin -fraction V) -C3mi5fc#L7to 

&.\Z.&V3LjVK' < -y-77—(M.$.: 150 mM MOPS (pH7.2), 75 mM MgCl , 50 mM 

2 

2-mercaptoethanol, 25% glycerol, 500 n g/ml bovine serum albumin -fraction V) 12 

^tf>DMS0^6 u l^P^Lv ifrJy-jZf^sYu— MPC)£LX<D<}3lMZ.\Z, DMSO 
6 /zl^Px., ^-K^-^ffl^TJ^-a-l-So :?V— h-£30 t-?30#-f>^ 
^-r-^ ^-^Vr-DNA (5 pmol/A* 1)1 l&bPx., TV— R^f— Srffll v-cj;^^ 

£-7V-h£3o r-eio^^f^-r-SL £i£$t£&-c, yv^/^7r-X2 
0Sfc#Uto m^r^)y^yr^-^M^W^^^-y^ (ty^Fab 
^7^vh:-<-!;^-ttM)^tt»^-t?20oof&^^Lrioo /ziipx, 30 

"C-eiNF^^^*^:^, 0.05 % Tween20^tpy>^^>77— T'2H1, U^gfe/* 

: 10 mM/^7=hn^3i=/V7jN^73i— KVector LaboratoriestijSD, 5 mM MgCl , 100 
mM NaCl, 100 mM Tris-&$(pH 9.5)) £150 mliP&TSO < C-C2B#P^J&£-&, IN 

NaOH^50 til%Mz.BLfc%±£>1Z&, #£^/W8bfc^(OD405nm) £$J£U 
WT<Z>frfM^^P£W(lC )£##>£<, 

50 

pi^(o/ 0 ) =100[H(C abs .- NC abs.) / (PC abs.- NC abs.)}] 
NCabs.:NC©«t 
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PC abs. : PCOKftifc 
(l)HIV(HTLV-IIIB^c)^!^^thTiN8Jia^Molt-4 clone8£, 10%4^fi&JSifiL?t^*P 

&MWZ100» 1(3.5 X 10%1J&) -fo£#&U M^±fSHIV-^W±«$:±|EO^ 
^^•C^rf?L^O^r50 u l(60pfu(plaque forming unit))T 07JPX.7t, 

/W2-^/V)-2,5-^7^=/^h7^y!>A7'n^K(MTT)5mg/ml), PBS£r 

•9 tci50 a i<D$#?$(io%hy hyx-ioo*3J;^o.4%(v/v)HCi^p^yya/-?y— /V)&7JP 

50 

[f*8] 
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1 

(IC S0 , Mg/ml) 


A - 1 


0.0024 


A- 2 


0.019 


A- 3 


0.019 


A- 5 


0.0045 


A-6 


0.0056 


A- 9 


0.060 


A- 1 0 


0.068 


B - 1 


0.011 


B - 2 


0.0074 


B - 3 


0.0068 


B - 4 


0.0048 


B - 5 


0.018 


B - 6 


0.072 


B — 7 


0.015 


B - 8 


0.012 


B - 9 


0.017 


B - 1 0 


0.022 


B - 1 1 


0.024 


B - 1 2 


0.079 


B - 1 3 


0.033 | 


B — 1 4 


0.022 


B - 1 5 


0.021 


B - 1 6 


0.026 


B - 1 7 


0.006 


B - 1 8 


0.017 


d i y 




B - 2 0 


0.017 


B - 2 1 


0.0084 


B - 2 2 


0.017 


B - 2 3 


0.019 


B-24 


0.015 


B- 2 5 


0.019 


B-26 


0.018 


B-27 


0.018 


B - 2 8 


0.021 


B - 2 9 


0.025 



[0022] mmm 

mm 

(mg/#:Atr/V) 
Stt^^ 250 
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T>7V(f£j!&) 200 

xrryv^T^i/^A io 

-£ff 460mg 

(mm® 

(mg/^J) 
m&fcft 250 
■tfrti-MW1&&) 400 

umit^m xt^-A) io 
^tit^ 5 

-g-tf 665mg 
$#£2i£-U £Ef&UT^-fiS665mg(D^J{Cl-5, 
(®$IJ0!|3) 



fe&f&fr 0. 25 

3L#/—;V 25. 75 

7 p n^<9>'h22(^nni?7;V^-n>^) 74. 00 

100. 00 

mmm4) 

JStij^^- 60mg 

fy^y 45mg 

«MS*tt-fe/H3— ^ 35mg 



1 
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i-hV^^^^y^^fy^y 4. 5mg 

TfrTDy&y o. 5mg 

fiW lmg 

^H" 150mg 



t^LTNo. 18*y*y=L\J. S. ^5V^Ciit" o fcb^C&No. 60^i/aU. S. 

G8J8J0il5) 



m&f&ft 80mg 

*fyzfy 59mg 

flMSStt-fe^n— x 59mg 

X?TTsWt*?* 9 s$J» 2mg 

-a-th 200mg 



*£ttJ&#> 5 , >^V, -tr/un-*, JiJiV^Tyvflfc^^i^rAftjB^U No. 

45^s>V=lU. S. <D^§l^jSLT^ffi?7^V#^?M£200mgTo^jK-t"5o 
(®£#J0!|6) 

225mg 

filWIgJKSf^y K 2000mg 
-g-ff- 2225mg 
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50mg 

1-\WJ*.j3JV-$3cWf-;Vtefrxi— X 50mg 
-yrtyzf 1. 25ml 

0. 10ml 

#£f q. v. 

q. v. 

*&«bK**H^tf 5ml 



OKffl0i8) 

lOOmg 

ianuiM*»^;*yK iooomi 
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[1] 5£: 

Mbi] 



OH 














R 4 



CONR 2 ^ 

(I) 



v v-ct>j:v vr$A g&£ft-ON-oi>«fcVNTyH>'=/K Sfcfig&£;*va^-ct>J:^T 

fclBi&Ofc-^ (I-A) o 
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OH 

JL .CONR 2 R 3 


I Li Cj T/J 
Tar r7 


R 2 


R 3 


R 4 


£t\J 


H 


CH2CH20Me 


H 


97 


H 


Me 


NHMe 


9ft 


H 


CH2CH20Me 


NHMs 


9Q 


H 


i-Pr 


NHMs 


ft* 


Me 


M e 


H 


86 


H 


NHMe 


H 


87 


H 


NMe2 


H 


88 


H 


OMe 


H 


89 


H 


H 


H 


90 


H 


Me 


H 


91 


H 


Et 


H 


92 


H 


i-Pr 


H 


126 


H 


CH2CH2NMe2 


H 


160 


H 


CH2CH20Me 


NHCOCH20Me 


161 


H 


CH2CH20Me 


NHCOCH2CH2C02Et 


162 


H 


CH2CH20Me 


NHCOCH2C02Et i 


163 


H 


CH2CH20Me 


NHCOOEt 


164 


H 


CH2CH20Me 


NHCOCH2CH20Me 


165 


H 


CH2CH20Me 


NHCO-thiophene 


180 


H 


CH2CH20Me 


Ph-CH20H 


181 


H 


NMe2 


PH-CH20H 



(Me=^fJl'; I -Pr~-f V ~fu \i)V ; E t -If* ; Ms=/^>^^ 



)V : thiophene 7 x > : Ph = 7iZJK 

3, »3fc*liatt©flS'&«K *©J^±if&&h/5J£, Sfctt-fch&oj&^fc. 
[4] R 2 *^7k^;R 3 ^CH CH OCH , CH CH OEt, CH CH COOCH ,CHCHC 

22322 22 322 

H OCH , CH CH CH O(i-Pr), N(CH ) % CH CH CN, CH CH N(CH ) , 

2 3222 32 22 22 32 

CH CH N(i-Pr) , CH CH CH N(CH ) % CH CH CH N(Et) , CH(CH )C 

22 2222 32 222 2 3 

H OH, CH(CH ) COOCH £fcf*CH CH(OH)CH CH S>5, W#Jlli2«tf> 

2 3 3 2 2 3 
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[6] R^jol^C, 

gJfc£;}vcv"OI>±i ^a g&^tuTv^J^MT/v^A 
/v, SfcttglftSixxv^rfciv^T/i^si/u-eiS)?); 

yn*/K (SftT/Va^f-yteiRT-rt^/K g*$;h/Tivrt><fcv>lS3lfSt5£S, *fcttg 



WO 2005/075475 PCT/JP2005/001454 

73 

Wk2] 



WO 2005/075475 PCT/JP2005/001454 

74 



Ac 

O O O Me O 



«fr -Mf- h-*A- H-^Ma, »»yQ 

0 o o o o o 

1 O . —-^ . . 
H -NyA N ^._0M8 HN^J^P HNyOM9 HN^NMej 



Cf^N-^^OH O^N-^Y NMe2 O^N'Na, C3^N NMB2 

H H g H H Me 5 

I H I Me Me I H J i 

O^N N ^OH O^N-^" O^N^Ms O^N^ NM82 

H H H H O N ^| 

^IP^Q ,«W| Hi 



I 

Me 



""I CS tS (V° ^fg ^ ^Me k>H 



Me 



Me Me OH 



tte^NHAc S S S S 
k^O Me C0 2 Me k QH OMe 






Me Y Y ^ S0 2 NH 

NMej HN Ms 
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[9] R^sp-^^n^y^iR^^ts^jgyfaft^s-cfcs, m^mm^it^m, 

[10] R l ^p-yjU^u^^V;R 2 t^m;R 3 ^CH CH OCH , N(CH ) ,CH CHC 

2 2 3 3 2 2 2 

N, CH CH N(CH ) , CH CH CH N(CH ) , *fcttCH CH(OH)CH CH ; 

22 32222 32 2 23 

[11] »*«l-lOOV^T *©!OU:fl*Sft«tt, 
[12] Hiv^^x^— m^S!-CJfe5»*«i ifBtt©EKeift^o 
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